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METOCLOPRAMIDE
ORAL

SOLUTION, usP
5mg per 5 mL

DESCRIPTION: Metoclopramide
Oral Solution, USP is a clear,
sugar-free liquid with a butier-
scoich flavor Each 5 mt (1 teo-
spoonful} of oral solution, for oral
administralion, contains 5 mg
metoclopramide (present as the
hydrochloride).

tnactive Ingredients: Butterscotch
Flavor, Citric Acid, FD&C Yollow
#6, Glycerin, Methylparaben,
Pucified Water and Sorbito!
Solution.

Metoclopramide hydrochloride is
a white crysilline, odoress sub-
stance, freely soluble in woter.
Chemicolly, it is 4-omino -5-chlaro-
N-{2-{diathylaminolethyl}. 2-
methoxy benzamide monchy-
drochloride monohydrate. s
struchural formula is s follows:
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Moloculor weight: 15428
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CUINICAL PHARMACOLOGY:
Metoclopramide stimulates moti-
ty of the upper gastrointestinal
tract without stimulating gastric,
biliory or pancreatic secrefions. its
mode of action is undear. It seems
to seritize tissues 1o the action of
acetylcholine. The effect of me:
clopramide on meotility is not de-
pendent on intact vogal innerva-
tion, but it con be abolished by
ondicholinergig drugs.
Metoclopramide increases the
tone ond amplitude of gastric (es-

ecially antrol) contractians, re-
duadenal bulb, and infreases
peristalsis of the duodenum and
jejunum resulting in occelaroted
gosteic emptying ond intestinal
transit. It increases the resting fone
of the lower esaphageal sphincter.
H has litde, if any, effect on the

motility of the colon or gall-

in patients with gastroesophageal
reflux and low LESP flower asoph-
ageal sphincter pressuce), single
oral doses of metoclopromide

dose-related increases in
LESP EHecrs begin at about 5 mg
and increase through 20 mg (the
targest dose tested). The increase
in LESP from a 5 mg dose lasts
about 45 minutes and that of
20 mg lasts between 2 and 3
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fo sensitize fissues to the octi
ocetylcholine. The effect of meto-
clopramide on mofility is not de-
pendent on intact vogal innerva-
tion, but it con be abolished by
anticholinergig drugs
Metoclopramide increases the
tone and amplitude of gasiric fes-
peciolly ontral) contractions, re-
Yaxas the pyloric sphincrer and the
duodenal bulb, and increcses
peristalsis of the duodenum ond
fajunum resulling in accelerated
gastric emptying and intestinal
tronsit. it increases the resting tone
of the lower esophageol sphincter.
i hos little, i any, effect on the
motility of the colon or gall-
bladder.

In patients with gastroesaphageo!
réflux and low LESP (lower esoph-
ageal sphincter pressure], single
oral doses of metoclopramide
-related increases in
LESP Effects begin ot about 5 mg
and increase through 20 mg (the
lorgest dose tested). The increase
in LESP from o 5 mg dose lasts
about 45 minutes and that of
20 mg lasts between 2 and 3
hours. Increased rate of stomach
single oral doses of 10 mg
The ontiemetic properties of mato-
clopramide appear fo be a resdt
of is antagonism of central and
peripheral dopamine receptors.
Dopamine produces nausea and
vomiting by stimulation of the
meduflary chemoreceptor trigger
zone (CTZ}, and metoclopromide
blocks stimulation of the CTZ by
agents like 1-dopa or opomar-
phine which are known to in-
crease dopamine levels or to pos-
sess dopamine-like effects. Met-
oclopramide also abolishes the
slowing of gastric emptying
caused by apomorph
Lika the phenothiazines and relat-
ed drugs, which ore olso dopa-
mine antagonists, metoclopromide
produces sedation and may pro-
duce exirapyramidal reactions,
these are comporatively
rare (See WARNINGS). Metoclo-
pramide inhibits the central ond
periphecal effects of apomor-
phine, induces release of prolactin
and causes o transient ricrease in
cirevlating aldosterone levels,
which moy be associated with
transient Auid retention
The onset of pharmacologicat
oction of metoclopramide is 1 10 3
minutes following an intravenous
dose, 10 1o 15 minutes following
intramuscular administration, and
30 to 60 minutes following on oral
dose; pharmacological effects
persist for 1 o 2 hours
Pharmacokinetics: Metoclopra-
mide is rapidly and well .ob-
sorbed. Relative fo an infravenous
dose of 20 mg, the absolute oral
bioavailability of metaclopramide
is 8B0% £ 15.5% as demonstrated
in a crossover study of 18 sub-
jechs. Peok plasma concentrations
occur ot about 1 1o 2 hours after
o single oral dose. Sinilar fine 1o
peock is observed after individual
doses at steady state
In o single dose study of 12 sub-
fects, the area under the drug
concentration-time curve ncreas-
es linearly with doses from 20 1o
100 mg. Peck concentrations in-
crease lineacly with dose; time 1o
peak concenlrations remains the
same; whole body clearance is
hanged; and the eliminati
rate remains the same. The aver-
oge dlimination half e in mdivid-
uals with normal renal function is
5 to 6 hours. Lineor kinefic pro-
cesses adequately describe the
absorption and elimination of
metoclopromide.
Approximalely 85% of the radio-
octivity of an orally administered
dose appears in the urine within
72 hours. Of the 85% eliminated
in the urine, about half is present
as free or conjugated metodopea-
mide.
The drug is not extensively bound
fo plasma proteins {about 30%)
The whole body valume of distrib-
ution is high labout 3.5 L/kg),
which suggests extensive distribuy-
fion of drug to the tissues
Renal impairment alfects the
deorance of metoclopramide In a
study with patients with vorying
degrees of renol impairment, o
reduction in creatinine clearance
was correlated with o reduction in
plasma clearance, renal clear-
ance, non-renal clearance, and
increase in elimination half-life
The kinetics of metoclopramide in
the presence of renal impairment
remained linear however The
reduction in dearance as a result
of renal impoirment suggests that




study with potients with varying
degrees of renal impairment, o
reduction in creatinine
was comrelated with a reduction in
plasma clearance, renal clear-
once, non-renal cleoranca, ond
increase in elimination half-life.
The kinetics of metodopramide in
the presence of renal impairment
remcuned linear however. The
in dearance as a result
of rend impairment suggeshs that
adjustment downword of mainte-
nance dosoge should be done 1o

avoid drug cumulation.

Adult Phormacokinetic Data
Porometer Value
vd kgl 35
Plasma
Protein Binding -30%
bty thel 5-6
Oral

and @ concentration-effect reta-
fionship has not been established.
There are insufficient reliable dota
fo conclude whether the pharma-
cokinetics of metoclopramide in
adubis and the pediatric popula-
fion are simiar.

Although there are insufficient
data to support the efficacy of
metoclopromide in pediatric po-
tients with symptomatic gastroe-
sophagedt reflux [GER), its phar-
mocokinetics have been studied in
these patient

In an open-label sludy, six
pediairic patients {age range,
3.5 weeks to 5.4 months| with
GER received metoclopramide
0.15 mg/kg oral solution every 6
hours for 10 doses. The meon
peak plasma concentration of met-
oclopramide after the tenth dose
was 2-fold (56.8 pg/t] hlghar
compared Io that ot

the first dose (29 pg/U n&coﬂrﬁg
drug accumulation with

dosing. Alter the tenth dose, the
mean ime to reach concen-
trations {2.2 hr), Hife (4.1 hr),
deoronce (0.67 L/h/kg), and vol-
ume of distribution (4.4 L/kg) of
metoclopromide were simifor to
those observed ofter the First dose.
In the youngest patient (age, 3.5
weeks), metoclopramide halt-lite
after the firsl and the lenth dose
231 ond 10.3 s, respectively)
wos significantly longer compared
1o other infants due to reduced
dearonce. This may be attributed
1o immature hepatic and rendl sys-
tems ot birth

J

lug/L

st dose = 29223

(Vd,,,) 10th dose = 56.8210.5

'd
{L/kgl

0.15mg/kg 4.1 0.67£0.14 4.420.65

oral soln,

Y

Pediatric Pharmacokinetic Siudies
[4]
fhe  (/he/kg)

multiple doss
a. Dato presented os means 2 SEM.

b. SEM not available.
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INDICATIONS AND USAGE:
S : 'y 1

reflux: Melodopramide oral sohu-
tion is inchcated o short-term {4 to
12 weeks] theropy for odults with
sympbmohc documented gastro-
ol reflux who 50-1 fo re

spond ko corventional therapy.
The principol effect of metoclopra-
mide is on symptoms of postpron-
dict ond daytime heortburn with
less observed effect on nocturnd
symptoms. tf symptoms ore con-
ined I porticular situations, such

as following the evening medl, use
of metoclopromide as single doses
prior lo the provocative situation
should be considered, rather than
using the drug throughout the day.
Hedling of esophogedl ulcers ond
erosions hos been endoscopically
demonsirated at the end of a 12-
week Iricl using doses of 15 mg
qid. As there is no documented
correlation between symptoms
ond healing of esophageal
lesions, patients with documented

. Kearns, GL, et ol. J Pediatric Gastroenterol Nutr 7(6).823-829, 1988.




symptoms. if symptoms are con-
fined to porticdar situations,

a3 following the evening med, vse
of metocopromide os single doses
prior to the provocative situation
should be considered, rather than
Heding of esophogedl ucers and
erosions has been endoscopically
demonsirated ot the end of a 12-
week tridl using doses of 15 mg
qid. As there is no documented
correlation between symptoms
and healing of esophageat
lesions, patients with documented
tesions should be monitored endo-

Diabetic gastroparesis (diabetic
gashric stasis): Metocopramide is
indicated for the relief of symp-
Joms associated with ocute and re-
cument dobetic gastric siasis. The
wsuol manifestations of delayed
gastric emptying e.g., nausea,
ing, heartbumn, persistent hull-
ness after meals and anorexia) ap-
pear to respond to metoclopra-
wwide within ciffenent fime intervals.
Significant relief of nausea occurs
early and continues fo improve
over o theee-week period. Relief of
vomiting ond onorexia may pre-
cade the relief of abdominal full-
ness by one week or more.
CONTRAINDICATIONS: Meto-
copramide should not be used
stimulation of gastroin-
testinal motility might be danger-
ous, eg., in the presence of gosy-
troinfestinal hemorrhage, mecha-
ol obstruction, or perforation.
Metoclopramide is contrgindicat:
ed in patients with pheochromo-
Zytoma because the drug may
cause o hypertensive crisis, prob-
ably due to release of catechol-
amines from the tumor. Such hy-
pertensive crises may be con-
trolled by phentolamine
Me mide is contraindicat-
ed in patients with known sensitiv-
ity or intoleronce to the drug.
Metoclopramide should not be
used in epileptics or patients re-
ceiving other drugs which ore like-
ly to cause extrapyromidal reac-
tions {EPS), since the frequency
ond severity of seizures or EPS
be increased.
WARNINGS: Mental depression
bhas occurred in patients with ond
without prior history of depres-
sion. Symptoms have ronged from
mild 10 severe ond have indluded
suicidal ideatian ond suicide. Met-
oclopramide should be given to
patients with a prior history of de-
pression orly if the expected ben-
efits outweigh the potential risks
Extrapyramidal symptoms, mani-
fested primardly as acute dystoric
. oceur in approximately
1 in 500 patients treated with the
wswal adult dosages of 30 1o
40 mg/day of meloclopramide.
These usually are seen during the
first 24 1o 48 hours of trectment
with meloclopromide, occur more
frequently in pediatric patients
and adult patients less than 30
years of oge and are even more
frequent at the higher doses.
These symptoms may include in-
voluntary movements of limbs and
focial grimacing, Yorticollis, oculo-
gyric crisis, thythmic protrusion of
tongue, bulbor type of speech,
trismus or dystonic reactions re-
sembling tetonus Rorely, dystonic
reactions may present as stridor
and dyspnea, possibly due to
laryngospasm. If these symptoms
should occur, inject 50 mg of di-
pheahydromine hydrochloride in-
tromuscularly and they usually wil
subside. Benztropine mesylate, 1
1o 2 mg inramusculorly, may also
be used to reverse these reactions.
Parkinsonion -like symptoms have
occurred, more commonly within
the first 6 months after beginning
treatment with metoclopromide,
bt occasionally after longer peri-
ods. These symptoms generally
subside within 2 1o 3 months fol-
lowing discontinuance of metocla-
pramide. Patients with pre-existing
Parkinson's disecse should be
given metoclopramide cautiously,
i at all, since such patients may
experience exacerbation of park-
insonion symptoms when taking
metocloprami
Tordive Dyskinesia: Tardive dyski-
nesia, o syndrome consisting of
potentially irreversible, involun-
tacy, dyskinetic movements, may
develop in patients treated with
metoclopramide. Afthough the
prevalence of the syndrome ap-
pears to be highesi among the
elderly, especially eldedy women,
it is impossible lo predict which
patients ore likely 1o develop the
syndrome. Both the risk of devel-
aping the syndrome and the likeli-
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#y Of ntolerance KO INe oF uy.

Metoclopramide should not be
used in epileptics or pafients re-
caiving other drugs which are like-
fy #o couse extrapyromidal reac-
tions [EPS), since the frequency
and severity of seizures or EPS

may X
WARNINGS: Mental depression
has ocaxted in patients with and
without prior history of depres-
sion. Symploms have ronged from
mild 1o severe and have included
suicidol ideation and wiide. Met-
oclopramide should be given to
patients with a prior history of de-
pression only if the expected ben-
efits outweigh the potential risks.
Ex‘ayyrunidd symploms, mani-
fested primarfly as acute dystonic
9 8

occur in app

1 in 500 patients treated with the
usval aduli dosages of 30 to
40 mg/day of metoclopramide.
first 24 10 48 hours of Neatment
with metodopramide, occur more
frequently in pediatric patients
and odult patients less thon 30
s of oge and are even more
fraquent at the higher doses.
These symptoms may include in-
voluntary movements of limbs ond
focid grimacing, torficollis, oculo-
gyric arisis, chythmic profrusion of
tongue, bulbar type of speech,
trismus or dystonic reactions re-
sembling tetanus. Rarely, dystonic
reackons may presenl as skridor
and dyspnea, passibly due to
Irihese symptoms
should oceur, inject 50 mg of di-
ine hydrochloride in-
; ond they usually will
subside. Benziropine mesylate, 1
o 2 mg inamuscukrdy, may dlso
be usad 10 reverse these reactions.
Porkinsonion-like symptoms have
accurred, more commonly within
the first 6 months ofter beginning
treatment with metoclopramide,
but occasiondlly ofter longer peri-
ods. These symptoms generally
subside within 2 o 3 months fol-
lowing disconfinuance of metoclo-
pramide. Patients with pre-existing
Parkinson’s disease should be
given metoclopramide cautiously.
if ot ofl, since such patients moy
experience exacerbation of pork-
insomian symploms when taking

mef ide

toclopromide..

Yardive Dyskinesic: Tardive dyski-
nesia, o syndrome consisting of
potentially irreversible, involun-
fary, dyskinetic movements, may
develop in patients treated with
metoclopramide. Although the
prevolence of the syndrome ap-
pears to be highest among the
eldedy, especiolly eldedy women,
it is impossible to predict which
patients ore likely 1o develop the
syndrome. Both the risk of devel-
hood that it will become irrevers-
ible ore believed o increase with
the duration of Ireatment and the
total cumulative dose.

Less commonly, fhe syndrome con
develop after celatively brief treat-
ment periods at low doses; in
these cases, symploms appear
more fely 10 be ceversible

There is no known treatment for
established cases of tordive dyski-
nesia oithough the syndrome may
remit, parfidlly or completely, with-

in several weeks-to-months after



metoclopramide is withdrawn
Metoclopromide itself, howeves,
may swppress {or partially sup-
press) the signs of tordive dyskine-
sia, thereby masking the undearly-
ing disease process. The effect of
this symplomatic suppression upon
the long-term course of the syn-
drome is unknown. Therefore, the
use of metoclopramide for the
symplomatic control of tardive dys-
kinesia fs not recommended.
PRECAUTIONS: General: in one
study in hypertensive patients, in-
travenously administered metoclo-
pramide was shown to relaase
catecholamines; heace, caution
should be exercised when meto-
clopramide is used in patients
with hypertension
Information for Pakients: Meto-
clopromide may impair the mental
and/or physical abilities required
for the performance of hazardous
tasks such as operating machinery
or driving @ motor vehicle. The
ambulatory patient should be
cautioned accordingly
Orug Interactions: The sffects of
metoclopromide on gastrointesti-
nal motility are anlagonized by
anticholinergic drugs and narcotic
onalgesics. Additive sedative ef-
Fects can accur when metoclopra-
mide is given with olcohol, seda-
tives, hypnotics, norcolics or fran-
quitizers.
The finding that metoclopramide
releases cotecholamines in po-
tients with essential hypertension
suggests that it should be used
cavbously, if ot ofl, in patients re-
ceiving monoamine oxidase in-
hibitors.
Absorplion of drugs from the
stomach moy be diminished {e g.
digoxin) by metoclopramide,
whereas the rate and/or extent of
dbsorption of drugs from the small
bowel may be increosed le g.,
acetamincphen, tetracycline, lev-
odopa, ethandl, cyclasporine)
Gaostroparesis {gastric stasis) ey
be responsible for poor dichetic
control in some patients. Exogen-
ously odministered insulin may
begin 10 act before food has left
the stomach and lead 1o hypogly-
cemia. Becouse the action of met-
oclopramide will influence the de-
livery of food 1o the infestines and
thus the cate of absorplion, insulin
dosage or liming of dosage may
require adjustment
Corcinogenesis, Mutagenesis,
kmpairment of Fertility: A 77-woek
study was conducted in rats with
oral doses up 1o about 40 imes the
maximum recommended human
daily dose. Meloclopramide ele-
vates prolactin levels and the eleva-
sion persists during chionk admén
istration. Tissue culture experiments
indicate that approximately one-
third of human breast concers ore
prolactin-dependent in vilro, o foc-
tor of potential imporfance if the
prescriplion of metoclopramide is
contemplated in o patient with pre-
viously detected breast cancer.
Althaugh disturbances, such as
golactorrtheo, amenorrhea, gyne-
comastia and impotence have
been reported with proloctin-ele-
vating drugs, the clinical signifi-
cance of elevoted serum profactin
levels is unknown for most patients
An increase in mommary neo-
plasms has been found in rodents
after chronic adkministration of peo-
loctin simuloting neuroleptic s
and metoclopramide Nerlherdcr;ﬁ
o studies nor epidemiokogic shud-
ies conducted to date, however,
have shown an association be-
tween chronic administrotion of
these drugs ond mammary tumori-
genesis, the avoilable evidence is
100 limited o be condlusive at this
time
An Ames mutagenicity test per-
formed on metoclopramide wdt
negative
Pregnancy Category B: Repro-
tion studies performed in rats,
mice, and rabbits by the 1V, IM.,
S.C., ond ocal routes at maximum
levels ranging from 12 to 250
times the human dose have dem-
onstrated no impairment of fertili-
ty or significant harm 1o the fetus
due to metoclopromide. There
ore, however, no adequate and
well-controlled studies in pregnant
women Becouse animal repro-
duction studies are not always
predictive of human response, this
drug should be used during preg-
nancy only if clearly needed
Nursing Mothers: Metoclopra-
mide is excreted in human milk
Coution should he euecricad whan




A Ames mutagenicity lest per-
formed on metoclopramide wos
negative
Pregnancy Category B: Repro-
duction studies performed in rats,
mice, and rabbits by the 1.V, 1M,
$.C, ond oral routes at maximum
fevels ranging from 12 to 250
fimes the humon dose have dem-
onstrated no impairment of fertli-
ty o significant horm 1o the fetus
due to metoclopramide. There
are, however, no adequate and
well-controlled studies in pregnont
women. Because animal repro-
duction studies are not always
predictive of humon responsa, this
drug should be used during preg-
nancy only if dearly needed
Nursing Mathers: Metoclopro-
mide is excreted in human mitk.
Caution should be exercised when
metaclopromide is administered o
a rursing mother.

Pediatric Use: Safety ond effec-
Fiveness in pediatric patients have
not been eskblished {see OVER-
DOSAGE and DOSAGE AND
ADMINISTRATION}

Care should be exercised in ad-
ministering metoclopramide to
neonales since prolonged clear-
ance moy produce excessive
sarum concentrations (see CLINI-

CAL PHARMACOLOGY - Pharm-

acokinetics|) in addition, neo-

nates have reduced levels of nic-
otinamide odenine dinucleotide-
methemoglobin reductase which,
in combination with the oforemen-
tioned phormacokinetic foctors,
moke neonates more susceptible
to methemoglobinemia (see

OVERDOSAGE}.

The safety profile of metoclopra-

mide in adulis cannot be extrapo-

loted to pediatric patients. Dys-
fonias and other extropyramidal
reactions associated with meto-

mide ore more common in

the pediotric population thon in
adults. {See WARNINGS and AD-
VERSE REACTIONS - Extropyro-
midal Reactions.]
ADVERSE REACTIONS: In general,
the incidence of adverse reactions
comelates with the dase and dur-
ation of metoclopramide admin-
istration. The following reactions
have been reported, althaugh in
most instonces, dato do not pesmit
an estimate of frequency:
CNS Effects: Restlessness, drowsi-
ness, fatigue ond lossitude occur
in approximately 10% of potients
receiving the most commonly pre-
scribed dosoge of 10 mg q.id
(see PRECAUTIONS). Insomnia,
headache, contusion, dizziness or
mental depressian with suicidal
ideation (see WARNINGS) occur
fess frequently. There are isolated
reports of convulsive seizures
withoul clear-cut relationship to
metoclopramide. Rovely, hallucina-
tions have been reported

Extrapyramidal Reactions (EPS):

Acute dyslonic reactions, the most

common type of EPS associated

with metaclopramide, occur in

approximately 0.2% of patients (1

in 500) trected with 30 to 40 mg

of metockopramide per day. Symp-
toms include involuntary move-
ments of limbs, facial grimocing,
torticollis, oculogyric crisis, rhyth:
mic protrusion of tongue, bulbar
type of speech, trismus, opis-
thotonus [tetanus-like reoctions)
and rarely, stridor and dyspnea,
possibly due to loryngospasm;
ordinarily these symptoms are
readily reversed by diphenhy-
dramine (see WARNINGS)
Parkinsonion-like symptoms may
include bradykinesia, tremor, cog-
wheel rigidity, mask-like facies
{see WARNINGS)
Tordive dyskinesio most frequently
is characterized by invaluntary
movements of the tongue, face,
mouth or jow, and sometimes by
involuntary movements of the
trunk and/or extremilies; move-
ments may be choreoathetoric in
appearonce (see WARNINGS).
sotor restlessness lakathisio) may
consist of feelings of anxiety, ogi-
tation, jilteriness, ond insomnia,
as well as inability to sit sll, poc-
ing, foot-tapping. These symploms
may disoppear spontaneously o
respond 1o g reduction in dosoge.
Endocrine Disturbances: Golac-
torchea, amenorchea, gyneco-
mastio, impatence secondary to
hyperprolactinemia {see PRECAU-
TIONS). Fluid retention secondary
Io teonsient elevation of aldos-
terone {see CUNICAL PHARMA-
COLOGY]
Cardiovascular: Hypotension,
hyperteasion, supraventriculor
tachycordio, brodycardia and pos-
sible AV block [see CONTRAINDI-
CATIONS and PRECAUTIONS}



mouth or jaw, and somehmes by
involuntary movemenits of the
trunk and/or extremities; move-
ments may be choreoathetoric in
appearonce (see WARNINGS)
Molor restlessness {akathisia) may
consist of feelings of anxiety, ogi-
fation, fitteriness, ond insamnia,
as well o5 inabiity 1o sit stll, poc-
ing, foat-tapping. These symptoms
may disappear sponfaneously or
respond to a reduction in dosage.
Endocrine Disturbances: Galoc-
torrhea, amenarrhea, gyneco-
mastia, impotence secondory o
hyperprolactinemia (see PRECAU-
TIONS). Fhuid retention secondary
to transient elevation of aldos-
tecone {see CUNICAL PHARMA-
COLOGY),

Cardiovascular: Hypoteasion,
hypertension, supraventricular
tachycardio, bradycardia and pos-
sible AV block {see CONTRAINDI-
CATIONS and PRECAUTIONS).
Gastrointestinal: Nausea and
bowel disturbances, primarily

Hepatic: Rarely, cases of hepato-
toxicity, characterized by such
findings a3 joundice ond altered
liver function tests, when metoclo-
pramide was administered with
other drugs with known hepato-
taxic potential

Renal: Urinary frequency.cmd
incontinence -
Hematologic: A few cases of neu-
tropenia, tevkopenia, or agronuo-
cytosis, generally without dear-cut
relationship to metoclopromide.
Methemoglobinemia, especially
with overdosoge of neonates (see
OVERDOSAGE). Sulfhemoglobin-
emia in adults

Allergic Reactions: A few cases of
rash, urticaria, or bronchospasm,
espacially in potients with o histo-
¢y of asthma. Ravely, ongioneurot-
ic edema, including glossal or
laryngeal edema.

Miscelloneous: Visual disturbances.

Porphyria. Rare occurrences of
leotic mali d
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[NMS] have been reported. This
potentially fotal syndrome is com-
prised of the sympiom complex of
hyperthermia, altered conscious-
ness, musculor rigidity and auto-
nomic dysfunchion.

OVERDOSAGE: Symptoms of over-
dosage moy indude drowsiness,
disorienkation and extrapysomidal
reactions Anticholinergic or anti-
porkinson drugs or anfihistomines
with antichalinergic properties may
be helpfl in controlling the ex-
tapyramidal reactions. Symptams
are self limiting and wsually disap-
pear within 24 hours,
Hemodiolysis removes celatively
lintle metaclopramide, prabably
because of the small amount of
the drug in blood relative to fis-
sue. Similary, continuous ambula-
tory peritoneal dialysis does not
remave significant amounts of
drug. 1t is unlikely that dosage
would need to be adjusted to
compensale for losses through
diolysis. Diatysis is not likely to be
an effective method of drog re.
moval in overdose situations
Unintentional overdose due #o mis-
administration has been reported
in infonts and chidren with the use
of metoclopramide oral solution.
Whie there was no consistent pat-
tern o the reports associated with
these overdoses, events included
seizures, extrapyromidal reac-
tions, and lethargy
Methemoglobinemia has occurred
in premature and fulf-term
neonates wha were given over-
doses of metoclopromide {1 to
4 mg/kg/day orally, intromwscy-
lorly or intravenously for 1 %0 3 or
more days). Methemoglobinemia
has not been reported in neonates
treated with 0.5 mg/kg/doy in
divided doses. Methemoglobin-
emio can be reversed by the intra-
venous administration of methylene
blue

DOSAGE AND ADMINISTRA-
TION: For the Rekef of Symp-
tomatic Gastroesophageol Re-
Hux: Administer from 10 mg to
i5 mg metoclopramide up to
q.i d. 30 minutes before each
meol and ot bedtime, depending
upon symptoms being treated
and chinical response [see CUNI-
CAL PHARMACOLOGY and INDi-
CATNIONS AND USAGE). If symp-
toms occur only intermittently or
at specific times of the day, use of
metaclopramide in single doses
up to 20 mg prior to the provok-
ing situation moy be prelerred
rather thon continuous treotment
Occasionally, patients {such as
elderly patients] whao ore more
sensitive to the therapeutic or od
verse effects of metoclopramide



doses of meto luprinioe (5w
4 mg/kg/day orolly wlramuscy
lordy o introvenousty for 110 3 or
more days}. Methemoglobinemia
has not been reported in neonates
weated with 0.5 mg/kg/day in
divided doses Methemoglobin-
emia con be reversed by the inira-
venous admnisiration of methylene

bive.
DOSAGE AND ADMINISTRA-
TION: For the Relief of Symp-
tomotic Gastroesophageal Re-
flux: Administec from 10 mg to
15 mg metoclopramide vp to
q.i.d. 30 minutes before each
medd ond at bedtime, depending
upon symptoms being treated
and dinical response [see CUNI-
CAL PHARMACOLOGY ond INDt-
“CANONS AND USAGE). f symp-
toms occur only intermittently of
o specific limes of the day, use of
metoclopromide in single doses
\q)'ommgpriofbﬂ'wpvvvo\(-
ing situation may be prefarred
rother thon confinuous treatment
Occasionally, patients (such as
eldery patients) who are more
sensitive 1o the therapeutic or od-
verse effects of metoclopramide
will require only 5 mg per dose.
Experience with esophogedal ero-
sions ond ucerations is limited, but
healing has thys for been docu-
mented in one controfled trid using
q.id. theopy a 15 mg per dose,
and this regimen should be used
when lesions are present, so long
as it is folerated (see ADVERSE
REACTIONS). Because of the pooc
correlation belween symptoms
and endosxcopic of the
esophagus, therapy dicected at
esophagedt lesions is best guided
by endoscopic evaluation
Therapy longer than 12 weeks
has not been evaluated and can-
ot be recommended
For the Relief of Symptoms As-
saciated with Diabetic Gastra-
paresis (Dicbetic Gastric Stasis):
Administer 10 mg of metoclopro-
mide 30 minutes before each
meal and at bedtime for two to
eight weeks, depending upon
response and the likelihood of
continued well-being upan drug
discontinuation
The initial route of odministration
should be determined by the se-
verity of the presenting symptoms.
If only the earliest manifestotions
of digbefic gastric stasis ore pre-
sent, oral administration of meto-
clopromide moy be initiated.
However, if severe symploms are
present, therapy should begin
with metoclopramide injection
[i M. ar 1] {consult lobeling of
the injection prior lo initiating par-
enteral administratian}
Administration of metoclopramide
injection up to 10 doys may be
required before symptoms sub-
side, of which time oral adminis-
tration may be instiluted. Since
dobetic gastric stasis is frequently
o veent, metodopramide thera-
py should be reinstituted ot the
eorliest marifestotion
USE IN PATIENTS WITH RENAL
OR HEPATIC IMPAIRMENT: Since
metoclopramide is excreted princi-
pally through the kidneys, in those
patients whose crealinine cleor-
ance is below 40 mL/min, theropy
<hould be initioted ot approxi-
mately one-holf the rec
dosage Depending upon dinical
efficacy ond safety consideralions,
the dosage moy be increased of
decreased as oppropriate.
See OVERDOSAGE section for in-
formation regarding dholysis.
Metoclopromide undergoes mini-
emal hepatic metabolism, except
for simple conjugation. s sofe use
has been described in patients
with advanced liver disease whose
renal function was normai.
HOW SUPPLIED: Metoclopromide
Oral Solution, USP is a clear,
sugor-free liquid with a butter-
scotch flavor. Eoch 5 mi conkains
5 mg metoclopramide (present as
the hydrochloride) and is avail-
able as follows.
NDC 51079-42910
Uit dose cups of 5 ml.
in cortons of 50
15 trays of 10 unil dose cups each}
NDC 51079-590-10
Unit dose cups of 10 mL,
in cartons of 50
{5 1roys of 10 unit dose cups each)
NDC 51079-860-38
Bottles of 16 oz (473 ml)
Note: The unit-dose package is
ot child-resistant. If dispensed for
outpalient use, @ child-resistant
container should be utilized. Dis:
pense solution in tight, Yight-resis-
Hant container
STORAGE: STORE AT CON-
TROLLED ROOM TEMPERATURE
S ~mi TR0 en RATFY {see



doses ol metociopramiae 1+ 10
4 mg/kg/day arally. intramuscu:
larly or intravenously for 1 %0 3 or
more daysl. Methemoglobinemia
has not been reported in neonates
treated with 0.5 mg/kg/doy in
divided doses. Methemoglobin-
emic con be reversed by the intro-
venous odministration of methylene

bive.
DOSAGE AND ADMINISTRA-
TION: For the Relief of Symp-
fomatic Gastroesophageal Re-
flux: Administer from 10 mg to
15 mg metoclopramide up to
q.i.d. 30 minutes before each
medl ond at bedtime. ing
upan symptoms being treoted
dinical response {see CUNI-
CAL PHARMACOLOGY ond INDI-
“CATIONS AND USAGE]. ¥ symp:
toms occur only intermittently oc
ot specific times of the day, use of
metoclopramide in single doses
vp lo 20 mg prior the provok-
ing sitvation may be preferred
rather thon continuovs hreatment
Occasionally, patients {such as
elderly patients) who are more
sansifive 1o the therapedtic or od-
verse effects of metoclopramide
wih require anly 5 mg per dose.
Experience with esophagedl ero-
sions and ulcerations is limied, but
healing has thus for been docu-
mented in one controlled tridl using
qid. theropy ot 15 mg per dose,
and this regimen should be used
when lesions ore present, so fong
os it is tolerated (see ADVERSE
REACTIONS). Because of the poor
correlation between symptoms
and endoscopic oppearance of the
esophagus, therapy directed at
esophogeal lesions i best guided
hK endoscopic evaluation.
Therapy longer than 12 weeks
has not been evoluated and can-
aot be recom:
For the Relief of Symptoms As-
sociated with Diabetic Gastro-
paresis [Diabetic Gastric Stasish:
dmiister 10 mg of metodiopra-
mide 30 minvtes before each
meal and ot bedtime for two o
sight weeks, depending upon
response and the likelihood of
continued well-being upon drug
discontinuation
The initial route of administration
hould be determined by the se-
verity of the presenting symploms.
1f only the eorfiest manifestations
of diabetic gastric stasis ore pre-
sent, orol administration of meto-
clopramide may be initiated.
However, il severe symptoms ore
present, therapy should begin
with metoclopramide injection
(LM, or 1V} {consult lobeling of
the injectian prior 1o inifiating por-
enteral administration}
Administeation of metoclopramide
injection up to 10 days may be
required belore symptoms sub-
side, at which time orol adminis®
tration may be instituted. Siace
diabetic gastric stasis is frequently
recurrent, metoclopramide thera-
py should be reinstituted at the
earliest monifestation
USE IN PATIENTS WITH RENAL
OR HEPATIC IMPAIRMENT: Since
metoclopramide is excreted princi-
potly through the kidneys, in those
potients whose creatinine cleor-
ance is below 40 mt/min, theropy
+hould be initiated ot approxi-
mately one half the recom
dosage. Depending upon clinical
efficacy ond solety considerafions,
the dosage may be increased or
decreased as appropricte.
See OVERDOSAGE section for in-
formation regarding dialysis.
Metoclopramide undergoes mini-
mol hepatic metabolism, except
for simple conjugation. s safe use
has been described in patients
with odvonced liver disease whose
rendl function was carmal
HOW SUPPLIED: Metoclopramide
Oral Solution, USP is o clear,
sugar-free liquid with o butter-
weotch flaver, Each § mi. contoins
5 mg metoclopramide (present as
the bydrochloride} ond is avasl-
able as follows
NOC 51079-429-10
Urut dose cups of Sml,
in cartons of 50
15 trays of 10 unit dose cups sach}
NDC 51079-590-10
Unit dase cups of 10 ml,
in cortons of 50
{5 trays of 10 unit dose cups each]
NOC 51079-860-38
Botles of 16 fl 0z (473 wol)
Note The unit-dose package is
not child-resistont 1 dispensed for
autpatient use, @ child-resistant
container should be atilized. Dis-
pense solution in night, light-cesis-
fon! container.
STORAGE: STORE AT CON-
TROLLED ROOM TEMPERATURE
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PUIE WATDETIK GasiTic Mases):
Administer 10 mg of metoclopra-
mide 30 minutes before each
meat ond ot bediime for two o
eight weeks, depending upon
response and the likelihood of
continued well-being upon drug

discontinuation
The initial route of administration
shoud be determined by the se-
verity of the presenting symphams.
¥ only the earliest manifestations
of diabetic gastric stasis are pre-
sent, oral administration of meto-
clopromide may be initiated.
. if severe symptoms ore
present, therapy should begin
with metoclopramide injection
(L.M. or 1.V) {consult labeling of
the injection prior 1o inifiating par-
enteral odm'nis';‘uﬁoul .
Lo "

Admi )

injection up to 10 days may be
required before symploms sub-
side, at which time oral adminis-
tration may be instituted "Since
diobelic gastric stasis is frequently
recurrent, metoclopramide thera-
oy should be reinstituted at the
earfiest manifestotion
USE IN PATIENTS WITH RENAL
OR HEPATIC IMPAIRMENT: Since
metoclopromide is excreted princi-
pally through the kidneys, in those
patients whose creatinine clear-
ance is below 40 mL/min,
should be initiated ot approxi-
mately one-half the recommended
dosage. Depending upon clinieod
efficacy and sofety considerations,
the dosage may be increased or
decreased as iate.
See OVERDOSAGE section for in-
formation regarding dialysis.
Metoclopramide undergoes mini-
mal hepatic metabolism, except
for simple conjugation. ts sofe use
has been described in patients
with advanced liver disease whose
rendd function was normel.
HOW SUPPUED: Metaclopramide
Oral Solution, USP is a clear,
sugarfree liquid with a butter-
scotch flavor. Each 5 mL contoing
5 mg metoclopramide (present as
the hydrochloride) and is avoil-
oble as :
NDC 51079-429-10
Unit dose cups of 5 ml,
in cortons of 50
{5 trays of 10 unit dose <cups eoch)
NOC 51079-590-10
Unit dose cups of 10 ml,
in cartons of 50
(5 trays of 10 unit dose cups each}
NDC 51079-8560-38
Botres of 16 fl 0z (473 m)
Note: The unit-dose package is
not child-resistont. I dispensed for
tpatient use, a child-resi
container should be utifized. Dis-
pense solution in tight, light-resis-
fant contoiner.
STORAGE: STORE AT CON-
TROLLED ROOM TEMPERATURE
15° 10 30°C (59° 1o B6°F) (see
s
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